A-G 3-9
Scheme 1: Preparation of DTCs 1-9 by reaction of amines A-G with carbon disulfide in the presence of base (NaOH).
Secondary/primary amines A-G (1.0 g, 1.0 eq) were treated with a NaOH (1.0 -2.2 eq), 4.0 ml of MeOH as co-solvent was used, and the solutions were stirred at 0°C for 20 min (Scheme 1). Then carbon disulfide (1.2 -2.4 eq) was added dropwise and the mixture was stirred at r. 
C %
Diisobutylamine C (1.0 g, 1.0 eq) was treated according to the general procedure described above with 1.0 M aqueous solution of NaOH (1.0 eq) followed by addition of carbon disulfide (1.2 eq).
The title compound was obtained as a white solid in 83 % yield. N-methylbenzenamine E (0.5 g, 1.0 eq) was treated with powdered NaOH (1.0 eq) in MeOH (50 ml) followed by addition of carbon disulfide (1.0 eq) at 0°C. The mixture was warmed to r.t. and stirred for 5h at 40°C then cooled to r.t., filtered through Celite and the solvent removed in vacuo to
give a solid that was triturated from diethyl ether to afford the titled compound as a pale yellow solid in 51 % yield. Co-Crystallization and X-ray data collection of CA II complexes. Co-crystals for each of the two CA II -compound complexes were obtained using the hanging drop vapor diffusion method. 5 Drops of 10 μL (0.3 mM hCA II; 0.7 mM drug; 0.1 % Dimethyl Sulfoxide (DMSO); 0.8 M Sodium
Citrate; 50 mM Tris-HCl; pH 8.0) were equilibrated against the precipitant solution (1.6 M sodium citrate; 50 mM Tris-HCl; pH 8.0) at room temperature (~20 ºC), for both the compounds. Crystals were observed after 5 days. Based on visual selection a crystal of both of the CA II -complexes was cryoprotected by quick immersion into 20% glycerol precipitant solution and flash-cooled by exposing to a gaseous stream of nitrogen at 100 K. The X-ray diffraction data was collected using an R-AXIS IV ++ image plate system on a Rigaku RU-H3R Cu rotating anode operating at 50 kV and 22 mA, using Osmic Varimax HR optics. The detector-crystal distance was set to 80 mm. The oscillation steps were 1° with a 5 min exposure per image. Indexing, integration, and scaling were performed using HKL2000. of the unique reflections selected randomly and excluded from the refinement data set for the purpose of R free calculations, 9 was alternated with manual refitting of the model in Coot. 10 The validity of the final model was assessed by PROCHECK.
11
Complete refinement statistics and model quality are included in Table S1 . 
